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Val Ser Phe Cys Leu Val Met Val Leu Leu Phe Ala Val Asp Thr Gly

210 215 220

Leu Tyr Phe Ser Val Lys Thr Asn Ile
225 230

1. (canceled)

2. An isolated heteromultimer comprising a heterodimer
Fc region, wherein the heterodimer Fc region comprises a
first Fc polypeptide and a second Fc polypeptide and a
variant CH3 domain comprising amino acid modifications to
promote heterodimer formation, wherein:

(1) the first Fc polypeptide comprises amino acid modi-
fications at positions F405 and Y407, wherein the
amino acid modification at position F405 is F405A,
F4058S, F405T or F405V, and the amino acid modifi-
cation at position Y407 is Y407A, Y4071, Y407L or
Y407V, and

(ii) the second Fc polypeptide comprises amino acid
modifications at positions T366 and T394, wherein the
amino acid modification at position T366 is T366,
T366L, T366M or T366V, and the amino acid modifi-
cation at position T394 is T394W,

wherein the heterodimer Fc region further comprises a
variant CH2 domain comprising asymmetric amino
acid modifications to promote selective binding of a
Fegamma receptor,

wherein the heterodimer Fc region is based on an IgG Fc
region,

and wherein the numbering of amino acid residues is
according to the EU index as set forth in Kabat.

3. The isolated heteromultimer according to claim 2,
wherein the variant CH2 domain selectively binds Fcgam-
mallla receptor as compared to a wild-type CH2 domain.

4. The isolated heteromultimer according to claim 2,
wherein the variant CH3 domain has a melting temperature
(Tm) of about 70° C. or greater.

5.-7. (canceled)

8. The isolated heteromultimer according to claim 2,
wherein the heterodimer Fc region has a purity greater than
about 90%.

9. The isolated heteromultimer according to claim 2,
wherein the heterodimer Fc region has a purity of about 95%
or greater.

10.-11. (canceled)

12. The isolated heteromultimer according to claim 2,
wherein the variant CH3 domain has a Tm of about 74° C.
or greater.

13.-34. (canceled)

35. The isolated heteromultimer according to claim 2,
wherein the amino acid modification at position F405 is
F405A.

36. The isolated heteromultimer according to claim 2,
wherein the second Fc polypeptide further comprises an
amino acid modification at position K392, and wherein the
amino acid modification at position K392 is K392V,
K392M, K392L or K392F.

37.-40. (canceled)

41. The isolated heteromultimer according to claim 2,
wherein the first Fc polypeptide further comprises the amino
acid modification L351Y.

42. The isolated heteromultimer according to claim 2,
wherein the amino acid modification at position T366 is
T366L or T3661.

43. The isolated heteromultimer according to claim 2,
wherein the amino acid modification at position Y407 is
Y407V.

44. (canceled)

45. The isolated heteromultimer according to claim 2,
wherein the first Fc polypeptide comprises the amino acid
modifications F405A and Y407V, and the second Fc poly-
peptide comprises the amino acid modifications T3661 and
T394W.

46. The isolated heteromultimer according to claim 2,
wherein the first Fc polypeptide comprises the amino acid
modifications F405A and Y407V, and the second Fc poly-
peptide comprises the amino acid modifications T3661 and
T394W.

47.-53. (canceled)

54. The isolated heteromultimer according to claim 2,
wherein the first Fc polypeptide further comprises an amino
acid modification at position S400, wherein the amino acid
modification at position S400 is S400E or S400D.

55. (canceled)

56. The isolated heteromultimer according to claim 2,
wherein the second Fc polypeptide further comprises the
amino acid modification N390R.

57. The isolated heteromultimer according to claim 2,
wherein the second Fc polypeptide further comprises an
amino acid modification at position K392 selected from
K392M and K392L.

58.-77. (canceled)

78. The isolated heteromultimer according to claim 57,
wherein the first Fc polypeptide comprises the amino acid
modifications F405A and Y407V and the second Fc poly-
peptide comprises the amino acid modifications T366I,
K392M and T394W.

79. The isolated heteromultimer according to claim 57,
wherein the first Fc polypeptide comprises the amino acid
modifications F405A and Y407V and the second Fc poly-
peptide comprises the amino acid modifications T366L.,
K392M and T394W.

80. The isolated heteromultimer according to claim 57,
wherein the first Fc polypeptide comprises the amino acid
modifications F405A and Y407V and the second Fc poly-
peptide comprises the amino acid modifications T366L.,
K392 and T394W.

81. The isolated heteromultimer according to claim 57,
wherein the first Fc polypeptide comprises the amino acid
modifications F405A and Y407V and the second Fc poly-
peptide comprises the amino acid modifications T366I,
K392 and T394W.



